INTRODUCTION
============

Amyloidosis cutis dyschromica (ACD) is an uncommon type of primary cutaneous amyloidosis characterized by symmetric reticulate hyperpigmentation with guttate hypopigmented macules. After the first description of ACD by Morishima in 1970, approximately 50 cases of ACD have been reported. Although sporadic cases have been identified, familial cases are more common with a relatively early age of onset.1-6 Moreover, various ACD associated diseases have been reported previously. Herein, we report a case of ACD accompanying familial mediterranean fever (FMF) with the delayed diagnosis of 40 years.

CASE REPORT
===========

A 62-year-old Turkish female presented with darkening of all her skin for about 40 years. On physical examination, generalized reticulate hyperpigmented patches and discrete hypopigmented macules, which were predominant on the back, upper chest, lumbar areas, elbows, and knees, were observed ([Figure 1](#f1){ref-type="fig"}). The hyperpigmentation had increased gradually and spread to almost the whole body for the last two years. In the medical history, the patient had associated intermittent arthralgia and abdominal pain for about 40 years as well. Laboratory examinations were normal. Two punch biopsy specimens were obtained from the skin lesions. Histopathological examination showed amorphous, eosinophilic deposits in the papillary dermis. Crystal violet stain was positive, compatible with amyloidosis ([Figure 2](#f2){ref-type="fig"}). After detailed evaluation of intermittent abdominal pain, heterozygous mutation in MEFV gene was detected. The patient was diagnosed with FMF and 0.5 mg colchicine three times a day was commenced. The patient's arthralgia and abdominal pain have improved moderately with the colchicine therapy for a year, but the attempts of dosage reduction resulted in disease attacks. The skin lesions remained and even progressed in spite of topical therapy with steroids and retinoid. Interestingly, her daughter also had hyperpigmentation on her back for 6 months and was heterozygous for MEFV gene mutation. However, she refused to let us take a biopsy and pictures.

Figure 1**A.** Generalized hyperpigmented patches with discrete hypopigmented macules on the upper chest, lumbar areas, elbows, and extensor sides of the upper limbs. **B.** Generalized reticulate hyperpigmentation with guttate hypopigmented macules especially on the knees, anterior sides of the legs and thighs

Figure 2Positive staining of amyloid deposits with Crystal violet in the papillary dermis (Hematoxylin & eosin, X200)

DISCUSSION
==========

ACD is a rare type of primary cutaneous amyloidosis, which is common in Asian and particularly South-East Asian races. Specific characteristics of the disease were defined as follows: I reticular, dotted or diffuse hyperpigmented macules with guttate hypopigmented macules, II absence of pruritus or mild pruritus, and III, demonstration of amyloid deposition in the papillary dermis histopathologically. Skin involvement is generally symmetrical and progressive. Gender distribution is equal. Diagnosis of ACD is usually delayed because of the asymptomatic course. The differential diagnosis includes dyschromatosis universalis hereditaria, xeroder-ma pigmentosum, and poikyloderma-like cutaneous amyloidosis.^[@r1],[@r2]^

In the pathogenesis of ACD, genetic factors, immunology, and UV-induced damage of keratinocytes have been proposed. However, some of the reported cases including our patient have the lesions in areas not exposed to the sun. Consequently, it still remains unclear. Various diseases such as diabetes, hypertension, colon cancer, congenital pulmonary stenosis, systemic sclerosis, systemic lupus erythematosus, and Parkinsonism have accompanied ACD.^[@r1],[@r2],[@r4]^ In the treatment, topical 10% urea, tazarotene, oral antioxidants, and acitretin have been used. Only acitretin therapy has been found effective in some cases.^[@r1],[@r5]^

FMF is an inherited auto-inflammatory disease resulting from MEFV gene mutation that is usually seen in people under 20 years old from the Mediterranean area. Diagnosis of FMF is based on clinical symptoms such as fever, arthritis, and abdominal pain, but the definitive diagnosis of FMF is made by the demonstration of MEFV gene mutation. Besides severe clinical presentations, some skin lesions have been reported with FMF. Cutaneous manifestations of FMF are rare. Erysipela-like erythema is the most common and well-known cutaneous manifestation that is seen as erythematous plaques in lower extremities concurrent to the disease attacks. Urticaria, edema, recurrent oral ulcers, erythema nodosum, recurrent bulla, and purpura are the other described cutaneous findings.^[@r7]-[@r9]^ To the best of our knowledge, our patient is the first case of ACD reported with FMF. Although renal amyloidosis is a well-defined complication of FMF, cutaneous amyloidosis related to FMF has not been reported previously. Amyloid types are amyloid light chain (AL) in primary systemic amyloidosis and amyloid A (AA) in secondary systemic amyloidosis as seen in FMF. Whereas macular amyloidosis and lichenoid amyloidosis are derived from keratin derivative amyloid, nodular amyloidosis is derived from AL type amyloid.^[@r10]^

Dahdah *et al.* stated that primary localized cutaneous amyloidosis is associated with various autoimmune disorders such as systemic sclerosis, rheumatoid arthritis, and systemic lupus erythematous.^[@r11]^ We do not know whether ACD in our patient is associated with FMF or coincidental. However, since FMF is also an auto-inflammatory disease, ACD in our patient may be due to the immune dysregulation, neutrophilic infiltration of the skin, and thus keratinocyte damage. Because her daughter had the same clinical presentation, the patient may be considered to have familial ACD. The clinical course of FMF was progressive and response to the treatment was poor in our patient. Different cutaneous manifestations as we reported may provide information about the course of FMF and the current patient may contribute to the elucidation of the pathogenesis of ACD.
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